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(57) Abstract 

The invention aims at providing a device comprising lipids that act like the so-called cationic liposome and 
are reduced in toxicity and the upids as the constituent of the device. The invention compounds are exemplified by 3- 
0-(4-dimethylaminobutanoyl)-l,2-0-dioleylglyccrol, 3-0-(2-dimethylanunoethyl)carbamoyl-l»2-0-dioleylglycerol» 3-0- 
(2-diethylaminoethyl)carbamoyl-l,2-0-dioleylglycerol. and 2-0-(2rdiethylaminoethyl)-carbamoyl-l,3-0-dioleylglycerol. 
The device comprises these lipids and phospholipids. The device enables, when administered together with» for 
example, a double-stranded RNA. the RNA to migrate to the action site safely. 
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-1.2-0- :t V U -fe a -;u. 

3-0- C4-(N,N- i;-(2-t KP + '>x^JU) r X J ) f ^ ^ ^ ^^-^ 

-1. 2-0- V ^ D -fe o - 

3-0- C4-(N-(2-«>'x^iUT x^;u-N- .'^^•^T W) 

y >f jb] -1.2-0- 'Jirxy^ tj -to -Jb. 

3-0- C4-(4- ^^Jff^vi^^) :/^^'f -"-3 -1.2-0- v ^ 

Jl/ ^ tj -fe T3 — X 

3-0- (4-fnUi^^^^^f -1-2-0- ;J- v ^ ^ U tr - 
3-0- (4-b-^US;y y^^^Ji-) -1.2-0- i;:4-V>f ^I'^^'J^^^- 



3-(2- i;x^JUT^Wx^;u) -0--{2.3- 




PCT/JP94/fl0237 

WO 94/19314 

18 

0-(2- i^'y 5^ Ji/T W x^JU) -0'-(2.3- i^tu^ J\^t^^>^^ 

t° ) > -5^ ^ 5^ ^> — ^ ^ 

0- C2-(N. N- •i^-(2-t K a 4^ X -5^ ju) T 5 ^ ) i ^ Ji'D -0' -(2 
.3- i/ t U ^ ^i" ^ -> ^ ° ^ / •g^ Ji/ ^« :^ :h 4-- - h N 

0- (2- b- a ij y X -5^ Ji') -0' - (2. 3- J^ ^ + ^ ° 
^ ^ ji/ :^ — ^ X 

3-0- (2-i^;^ 5" -»^T 5 y x^ ji/) * ju^<^-f Ji'-l. 2-0- 5 o 

jt/ U -t ° - J'' X 

3-0- (2-->'> ^ J^T ? y x^ jp) * JU^N'^>f -'I'-l. 2-0- 5^ ^ «J x 
h >f Jl/ ij -fe D - Jl/ ^ 

3-0- (2-*>'> ^-"'T y Ji/) A Ji//<^>f Ji'-l. 2-0- 

V >f !) -fe a - ju ^ 
3_0_ (2-i/'> ^ Jl/T ^ -/ x^ JU) * Ji/^<*>f JU-l. 2-0- i^':^^* 

3-0- {2-i^> ^ Ji'T ^ y ju) * JU^<^>f Jb-l. 2-0- I) y 

— JU^ ij -Ir n - JU^ 

3-0- (2-'>'> ^ Ji'T 5 y x^ JU) * Ji/^<*>f JU-l-O- i^t ^ )^ 
_2-0- 5 h >f JU^^ U -fe o - 

3_0- (2-^;^^ -5^ Ji'T ? y x^ JU) * Ji/^<*>f Jb-l-O- y y W-Jb 

-2-0- :*-l^;4->fJi'^^'J-^=o--"'- 

3_0_ (3- y ^ JUT y T'o fju) * Jb^N'^-f Jb-l. 2-0- v;:i-W 

JbiJ^ U -fe n - JU, 
3-0- (2-i^*x^ JUT y x^Ji/) * Ji//>'^'f Jb-l. 2-0- -J^':*-!^:*- 
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3-0- C2-(»-x**-«->**-^^' x^.ul*..--^*-l 
■ 3-B-(2- x**T-:^x?*) ^..-1.2-0- '^*^*^ 

3-0- u-aH--^-«-^- .^.u,** 
4.^-1, 2-0- y*v*-t**")-^"--"-~ 

3-0- C2-(N-(2-'.-x^*T-;.> x^..-N-.**rW) X* 
3-0- ,2-f-.J-;'yx^*, -1.2-0- i'-^v*^* 

\] ^ " ^ 

3-0- C2-..^-T..x^.v)^**— 
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3-0- C2-(N.N- ^>-(2-^K- + ^>-^^^) ^''^ 
* >f Ji'-l. 2-0- i; t V. >f ^i- y ^ ° - ^•'^ 

3_0- (2-b-a.J«>'^x^;u) ^:i-*.u.<*>f.u-1.2-0- ^ U' * 

3.0- (2-.:;i^*TWX^.W X* 7. 2-0- 

3-0- (2-.^.**T-;^-**) X*,.*W*-1.2-I)- -^^^w 

3-0- C2-(N.N- ^:;-(2-.Ka^-.x^;.) T..) x^;.] 

3.o-(4-.:^.^.uT-wr,..*) -1.2-0- 
3-0- (4-.:.y**T-;/^*^^*) 

* 3-^(4-:^ . ^ T W ^ . ^ ^ -1. 2-0- V ^ * .) 

*3.ru-:'> ? *T w . . -1-0- * V*. .-2-0- 
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,_^;^^;uT w:r^y>f;W -1-0- U ^ v-;.-2-0- t 



jvl y ^ Ji'^ 'J -fe a - Ji/. 
3-0- (4- 

3-D- > ^ * r W ^ = e * - -I. 2-0- * * ^ * ^ 



" II- (r.' , ^ .V T y - ^ ^ / ^ -1. 2-°- '-^ * * ^ ^ 

* I-O-Tl-i'-n- ^ o ^ T . . :^ ^ V ^ -1. * * ^ 

ji/ U -fe ^ -'^ ^ 
3-0- (i-i^-fv^^^^T-;.^*^"*) -1.2-"- 

*J -1,2-0- 

-1 2-0- y*v*-(>*"J*°-*~ 
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0-(2- X ^ JUT 5 y X ^ Ju)-0' -(2. ^ I- * ^ J"-^ + ^ ° 

t' ) -5^ •'l^ ^ ^ ^ ^ ^ 

0_ (2- i; y 1^ T W X ^ .u) -0' - (2. 3- * I- ^ ^ + ^ ° 

0- C2-(N.N- ^^'-(2-t: Kn + '>x^JU) T?/) x^JUD -0'-(2 
.3- i; V :t >f Ji':t + ^ a f JU) > ^ JU * * - ^ ^ 

0- (2- f a U i/' y X ^ ) -0' - (2. 3- U ^ Ji- ^ + ^ ^ ^' 
) y ju :^ 5^ — I" X 



• 
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2_o-(2- ^ JUT y ji/) *;w-*^>f ju-i. 3-0- 5 u 

2-0- (2- y ^ JUT W X ^ JU) * JU^^'^ >f 3-0- i'* ^> D ^ 

^ Jl/ U -fe o - Jl/ ^ 

2-0- (2- JfT ? y X5^ Jlv) * Ji//<-^:>f -1.3-0- 5?^<Ji'5 

^ ji/ U -fe a - JU % 

2-0-(2- ^-»uT 5 ^ x^ Jb) A ju-l. 3-0- 

2-0-(2- -^^ ^ JUT 5 y x5^ Ji/) * JU^<*^ JU-l. 3-0- I) ^ 1^ 

2-0-{2- ^JUT 5 y x^ Ji/) * JU^<*^ JP-l-O- 7 t7 y Jb-S 

-0- 5 U ^ -'i' ^ D ^ ~ '"'^ 
2-0- (2- ^ JUT S y x^ Ji/) * Ji/^<^>( ju-i-o- ^t-v-^ju-s 

-0- ^< Ji/ ^ ^ JU 'J -fe ° - '"'^ 

2-0-(2- ^JUT ? y x^ Jb) * Jb/N'^^ Jf-l-O- •jyU'^fJi' 

2-0- (3- ^ JUT 5 y fJb) Jl//<*-f 3-0- i^' V 

>f ji/ ij -fe a - ju ^ 

2-0- (4- ^ JUT 5 y J'') * Jb^^^'f '"'-l.S-O- i^*:i-U>f 

;u y -fe a - JU ^ 

2-0- (2- s;x^ JUT y x^ JU) A JU^N'^ >f JU -1.3-0- 

jl/ JT y -fe n — JU^ 

2-0- (2- i^-n- fc°JUT ^ y x^ JU) * ju^<* >f JU-1. 3-0- 

V"( JU U -fe o - J'' ^ 
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2-0- (2- i?>f V y o fJi/T 5 y Ji/) A ju^>'*>f -'U-l. 3-0- 

2-0-(2- 5;-n- y^^bT y Jl/) * JU/N'^^ JU-LS-O- 

2_o_(2- i/M V JUT § y x^ J^) * Ji'-l. 3-0- i'' 

2-0-(2- :i^-sec- ^ ^ JU T ^ x ^ JU) * JW<^ >f 3-0- i'' 

2-0- C2-(N- x^Ji/-N- ^^JU) T-;yx^JU3 * JU ^ 'f - 1 
. 3-0- w 'J -fe T= - Ji'x 

2-0- (2- ^ ^ Ji/T ? y x5^ JU) * Jb/N'^>f JU-1. 3-0- V"fJU 

2-0- (2- x5^ Jl/T y x5^;b) * JU/>'*>f JU-l. 3-0- W >f JU 
ij -ir T3 — ji/ ^ 

2-0- (2-n- fJUT W x^ JU) * ^ JU-l. 3-0- '>* :t 

>f jU ^ J) -fe a - Jl/ ^ 

2-0- (2- 3^5^ JUT y x^ Ji/) * JU^<^>f JU-l. 3-0- •>*:*-W'-f JU 

^ y -fe a — JU ^ 

2-D-(2- TWx^JU) jU/N'^-f JU-1. 3-0- V ^ JU iJ^ 'J 
2-0- C2-(N- ^ ^ Ji'-N-(2-t Ka + i/x^JU) T%J) x^JU] 

2-0- C2-(N- x^ JU-N-(2-t KD + -^x^ju) TiJ) x^juD 
A ju^N'*>f ju-1,3-0- i;;*- i^^ 'J -fe ° 
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2-0- C 2- (N. N- i;' - (2- t K a + X ^ Jl/ ) T i J ) x ^ ] :/] 
^N'* ^ 3-0- :t J'' i?' 'J -fe ° - J'' ^ 

2-0- C 2- ( N- (2- x.^ JVT % y ) x ^ JU-N- JVT % J ) x 
^Ji/D * Ji'^'f^-^ Jiz-l. 3-0- i^;^' V' ^ JU^^ 'J -fe D - JI'n 

2-0- [2- (4-;>' ju 7 ) x^ji/] * Ji/ >f JU-1. 3-0- 
i^:*- V >f Jl/^^ 'J -fe n - JU, 

2-0- (2-^ 9 >' ^ * Ji'^"^*^ Ji'-l. 3-0- i^:ti^-fJi'^ 
tj -fe n — JU ^ 

2-0- (2-t°-? 'J x^ ju) * ;u^-f^>f 3-0- 'J t \y ^ i^iT 
U -fe o — ^ 

2-0- (2- f n ij X 5" Jl/) * Jb>'<^ >f 3-0- i^:*-U^Jb^^ 

U -fe a — JU> 

2-0- (2-i^ y ^ JUT 5 y X ^ ju) * ju^^^ >f 3-0- 

2-0- X ^ Ji/T $ y X Ji/) ^ * JU-''^^ ^ 3-0- i^:*- 

U >f y -fe a - 

2-0- C2-(N. N- •J^-(2- t K n + X ^ JU) T 5 y ) x •5=- 5" 

2-0- (2- 1° a ij 5^ y X ^ Ji/) ^ * JU^^'f ^ ^ '"'-1. 3-0- :t >f 

2-0- (2-i^ ^ JU T ^ y X ^ ji/) X ji/:7 T ^ JU-l. 3-0- ir \y 

2-0- (2-$^ X ^ T ? y X ^ Ji/) j;^ Ji/7 T ^ 3-0- i^:t 
>f Jl/ tj -fe D - ^ 
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2-0-[2-(N.N- •/-(2-t K^ + '>x^JU) TW) x^;p3 x 
7 7 ju-1.3-0- ^Ji: vA 

2-0- (2-fo 0 x^Jb) XJf^ 7*>f JP-1.3-0- V- J" 

^ tj -fe a - Jl/ ^ 

2-0- (4-i;y5^Ji'T^y:/^'^^J'') -1.3-0- 'J J^^'J-^ 
2_o- (4-i;x^;uT^;y :/^^>f ^'') -1.3-0- >>' .s' ^; ^ ^ 'J 

2-0- (4-i;y^j^T^ yi/^^^J") -1.3-0- w^jf^'J 

-fe O — JU^ 

2-0- (4-i;^^J^T W^^y >f Ji-) -1-0- :*-l^'f J^-3-0- ^-'Ji' 

* ^ JU U -fe - ^ 

2-0- (4-'>'y^^i'T wy^'^>f -1-0- 'Jy v^Jf-3-0- ^ 

2-0- (3-'>'>5^J>'T W^n t'^^JU) -1.3-0- e^' f f 'J 
-tr 13 — JUx 

2-0- (5-i;^^JUT^ y -^v^^-f ^i') -1.3-0- l-^^"^ 'J 

2-0- t^JUT W:/^y>f^l^) "1.3-0- i/' ^Tl- >f 

2-0- C4-(N- x^;i.-N- ^^^i') T >f -1,3-0- 
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2-0- (4 



-x^juT ^'') -1.3-0- i;^v>f ^w^'J-fe^ 



2-0- C4-(N- ..^JU-N-(2-b Ka + i.x^JU) T W) ^ ^ 

-1.3-0- i?:4- vf U -JK 
2-0- C4-(N.N- •>'-(2-t: Ko + i.x^;u) T ^ J ^ 

-1. 3-0- >f -'^ ^ y ° - 

2-0- C4- (N-(2- i;x^;..T^:y) x^.^-n- y^.ur ^ 

>( jb] -1.3-0- •>':i-l^>f J^^'J■*=°-'"'- 
2-0- C4-(4- y ^JUbT^^i^-y) y^^-f -1.3-0- i^'^i-^ 

2-0- -1.3-0- i;d-l.>f ^u^^'J-tn- 

2-0- (4-b'T..J->'y^^^^J'') -1-3-0- i;tl.>f JU^^y 
2-0- -1.3-0- i;*i.>f ^^^'J-^°- 

"'i,_(2- ,:;x^;PT Wx^.u)-0'-(1.3-i^:*-i-^^''=*-+'^^-'=- 

ji/ ) y ^ ;u X * — V ^ 
0- (2- v; y ^ T ^: y X ^ -o' - (i. 3- ^ w >f ;u + y - 

0_ C2- (N.N-i;-(2-t:Ka + «>x^Jb) T W) x^.W] -0'-(l 

.3- I. + ^^r^n^-^-^-Z- ^'') ^ ^ Jl' ^ * " ^ ^ 

' 0_(2- t«nU->-yx^;^)-0'-{1.3-«>':tv^;u:*-^i^^o.x-:.-2 

- >f ji/ ) y ^ Ji/ 4"- :^ ^ ^ 
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2-0- (2-i^p'^Ji'T^;^x^ju) ^ju-'^^^f-i.s-o- 

2-0- (2-'>'^^^i'T Wx^;P) *JU.<^W;u-1.3-0- '^^--Ji-^ 

V >f ju »J -fe o - . 
2-0- (2-i;x^Ji^T Wx^^b) ^"-1.3-0- i^'-'^i-^; 

f >f JU ^ IJ -fe a - -"^ - 
2-0- (2-i^^^^«'T Wx^JU) A.W'f^^f Ji'-l.S-O- i^'^l-:*- 

>f ju U -fe ^ ^ - 

2-0- (2-i^^^Ji^T Wx^JU) *.u.^'^>f .u-1.3-0- '>->Wi- 

ju jj -ir a - ^ 

2-0- (2-i;y^^^T^;y x^j^) *;u-'*>f Ji-i-o- 
_3_o_ ju ^ h ji.^^ y -fe o - Ji/. 

2-0- (v^^^^Jl-T^W^^JO * if-'* ^^"-1.3-0- i^^V*^ 

2-0- (3-i;>^Ji'T>:y:/^f;u) * >f ^f-i. 3-0- '>':tv 

>f ju ^ «J -fe n - Jl/ > 

2-0- (2-->'-n- ^afJUT^y x^JW) *JWN'*>f JU-1.3-0- i^' 
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2-D- (S-i^-f V^n bfJUT W x^JU) * Jb-'f^'f 3-0- 

2-0- C2-(N- x^.u-N- y^^uT W) *ju.<^>f 
. 3-0- :i- V 'J -fe ° - 

' 2-0-C2-(N- y^JV-N-n- :/^.uTW) x^;^} 

-1.3-0- Jl'^ 'J ° 

'2-0-(2- x^JUTWx^JU) *;w<^>f ;i^-1.3-0- i^^fw*^ 

ju ;jr ij -fe o - ju X 
2-0-C2-(N.N- i;-(2-hKP + '>x^;u) T >; y ) x^.u] * ;u 

2-0- C2-(N- >^Ji'-N-(2-t: Kn:^^;.x^Jl.) T^y) x^.U] 

^ JV-l, 3-0- >f ^i' ^ D ° - ''"^ 

2_o-C2-(N- x5^;u-N-(2-tKn+i'x^;u) TW) x^JU] 

* JW^' * W Jf-l. 3-0- V ^ 'J ^ - ^ 

2-0- C2- (N-(2- i^x^Ji^T^y) x^JU-N- y^^UT W) x 

^ju] *.u.>f*>f ^1^-1.3-0- i?;i-i.^>f Ji'^'J^=°--"'> 
2-0- C 2- (N. N. N- . r - ^ V ^ > ^ ^ ^ ^ > - ^ ^ * 

2-0- (2-^JU;l.Uy x^;u) *JU-'^>f ^^-1.3-0- i/':tw:4-^^i' 

^ !J -fe U — Jl^ X 

2-0- (2-f^y i^yx^JU) ^I'-l.S-O- '^'^l-^^J" 
ij -fe o — ju ^ 

2-0- {2-faUi^yx^JU) Jf-l.S-O- u ir X 
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2_o-C2-(4- x-5^JPt-^7->'^) x^JU] >^'-\,^-^- 
2-0- C2-(4-(2-t Kn + i^x^JU) h'^vi^'y) x^JUD^Jl'-' 
2-0- (2-'^x^.uT5yx^;W ^^-1.3-0- 

2-0- (2->'^^^i'T Wx^.u) 'yir 

V:^ y( JUiT i) -t n - J]y^ 

2-0- C2- (N.N-i^-(2-«^Kn + '>x^.U) TW) x^.u] ^ 
* * >f 3-0- :4- W :i- >f 'J ^ - 

2-0- (2-fc--'J'>'yx^JU) ^:r*^w<*>f iU-1.3-0- V * 

>( ;l/ ^ »J -fe 13 — ^ 

2-0- (2-i;x^;uT Wx^;u) x.U7T*>f ^^-1.3-0- i^'^tu 
2-0- (2-e^'^^^fT Wx^.u) XJi.7T^>f ^•'-1.3-0- i^'^V 
2-0- C2- N.N- .>'-(2-t.Ku^i.x^..) T Wx^.u] ^ ^i- ^ 

2-0- (2-b°o.Jv;yx^.u) x;U7r*^^l'-1.3-0- * V * >f 

;U ij -tr P - > 

2_o-(3- i;x^;uT t':^-^") -1.3-0- ^ :t ^ 

\-0- -1.3-0- i^yt^n^J.^^) 
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2-0- ii-i^ 



2-0- (4- 



r.^:;^^.UT W:/^^'f^'') -1.3-0- ^>':*-Vd->f.u^^'J 



2-0- (4- 
•fe a — > 
2-0- (4-5^ 

2_0- (l-'^^^^TWr^y-f^") -1-0- 'J^ V^'-S-O- * 



2-0- (5 
tj -fe o — X 

2-0- (4-i'*J^^J>' 
-fe a — JUx 

2-0- (4-i?-n- T'o fJUT 



. y >f JU) -1,3-0- J^iT^} 

i J zr ^ J >i 3-0- * 'f 



JU ^ tj -fe O — Jl' N 

2-0- C4-(N- x^^iz-N- 



y^jbT 3r^7>f Ji'l -1.3-0- 
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2.o-C4-(-*-) r-:/^.^^-5 -1.3-0- -v*-*^-^ 

" II u-a- . * «- (2- ^ K o + X * *) T . ) ^ ^ ^ 
-1.3-0- 

.1 3-0- y*v*-( jK")*"-*- 

-1,3-0- >;*u*^-^!r',^^-"-^ 

-•"'^ 

0_(2- ^Ji'T y -(1.3 

0_(2- T ? V i^^l') -0 1^:^-1 
_ ^ Jl/ ) y ^ ju * ^ ^ ^ 

.:.x* *T y xt..)-o--U.3-^* .V** -v^n 

V -2- ^ Ji') ^ Ji' * ^ * * ~ ^ - 

. , -r * ... N- (? 3-'>' 7 'J -'I' ^ ^ ^ ° '"'^ * 



2 
2 



7« - I* - . 
^ ^ JUT I y (2. i - .> ^ ^ 

ju/O - V > 
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^ ,, V r - y 3 X ^ Ji' N- (2. 



2- CN.N-->'-(Z-'^ 



2- CN- 

. y II, + * '> 1 

y o i ^ Ji') ~ - ^ J 

2_ i;}j-(2- ;;x^ JUT - / ^ 
11 y X ^ Ji' N- U. d 



2— t Ji/ 0 
2 



_ t? IJ ^ ^ ^ 



.as-..-— 



2- t«.»-i'-(2-'^>''=*-^"*"'' 
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. . ^ .1 > T « 7 1 X ^ -ii' N-(2. 3-/^ 



>f + T> - V 



7 > - V 

N- 

T K . 
N- 



N-(2.3- 



N-(2.3 
2 



> ^ Jl/ T 5 X ^ -"^ N- U. d 7 ^ 
2- y ^ ■5' - ^ ^ ^ 

2_i;p«^JwT Wx^Ji' N-(2.3-/^^-'''- «• 

2-i;y ^ jwT y x^ Ji' N-(2.i i ^ 
^ ju > — V > 
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2-.;. . ^ .VT W X ^ * »-«-* V * ^ + -^-3- '''^ - ^ ' 

y O f JU) A > - - 

* 'l-l ^ ^ 1 r w ^ = ^ * «- «. 3-^- * * " * * '-^ ^ ° 

) A ;u y - ^ 

t" ;i/ ) * ^'^^ - ^ - 

. , II w ^-iP ± \y it ^ ^ ^ ^ 

Ji' ) * -'I' ^ - 

2- (N- X ^ Jb-N- > ^ / - ^ ' 

TVl^^^^- N-(2- tK. + '>x^.u) TW3 x^.u N-(2. 

2-CN-(2->>'x^^^^^^^>^^"-^-'^^'^'''"^''' 
2_ t° U X ^ ^'^* ^ 
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2-b-n x^ju ^-i2.i-i^tuir>( Jv:ir^i^^^^'^^) * 

^ t * - ^ ^ 

^ * Ji'>'"«^ - V X 

2- CN.N-:^'-(2-t Ko + i^x^Jb) TWX^JUD N-(2.3-5^t 

i,:/a b-JU) - ^ - 

2-fT. .J xf^JU N-(2.3-i^:*-l-*^ J"**'^^" tfju) ^ 

2-i;>^;uT W x^Ji^ N-(2. 3-^^:1- V';i->f^i'* + '^:^° t'Jb) 

2- CN.N-i^-(2-t Ko + ^/x^JU) T^yx^Ji^] N-(2.3-i^:r 
V :4- >f Jl/ :i- ^ n f JP) X 7 t > - ^ - 

2-fcfa x^Ji. N-(2.3-i^;i-^*'f + ^ '"^ 

N- 



J-(2.3- i;:i-l.:4->f Ji':*-^'^) i;>^JUT^ y:/^ 



JU T ? K X 
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^^jv±^i^) yuf;u-4- CN.N-'>'-(2-t KP 

, . ^ .1 u n i; 7 ij -'I' ^ + ^ ° ^ 
2_ y ^ ju T ? 3^ ^ ■'^ N- u, d 7 

/f ji/) * - - 

* u n * tj :^ ^ Ji' t + ^ ° ^ 

_ ^ ji/ ) * ji/ - N 

2-'^ > ^ ji/T ^ >' J'' N-U. d ^ 1 
>f ju ) A Ji/ — ^ ^ 

. * * T . . - ^ »- a. a-^' » ^ ^ ^ * ^ ° 

_ ^ ji/) A ju>'0 - V - 

^ , -t^jb N-(l-7 ^ 'J JU^r + i'-S- 'J ^ ^''^ 

3. . ^ ;u T W ^ n N- (1. 3- i^' ^ W t 4 ^ n ... -2 
2- X ^ Jl' T >' X ^ -'^ N- U. d ^ 
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_2- >f ji/) 1i JU^-f ^ - ^ 
ju) * Ji'^'f ^ - ^ - 

2-.^*TW^^^w H-(i.3-;;*v^**+->^ = --^-2- ^ 

2_n-y o f T 5 X ^ Ji' N- U. d 

2_ ^ (2- K P ^ X ^ ;u) r . y D X ^ N- (1. 3- 

2_CN-x^.U-N-(2-t:Ka + '>'X^.U) T X J ^ x ^ N-d.S- 

^ . ^ * 11.^ T y 3 x^ JU N-d.a-i'':*- 
2- CN.N-«>'-(2-t vx^JU) T , / J 

2- CN- (2- X ^ ->u T ) ^^^^ " 
-(1 3-"^ 3t- -"^ ^ ^ ^ 

2- (4-> ^ Ji' t 7 V >' ) X n \i. -J 
,^y-l- ^ JU) * ^i/'-*^ - 
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2_ ij y I ^ Jl' N-U. 0 -'^ 

) ii Ji//-* > - V ^ 

2-h" o I) i ^ ^ 
) * jl/>'^'> — f ^ 

2_ y ^ jU T ^ >' ^ 

^ . ^ * .u^ T y 1 N-(l. 3-'>*J*- 

2- X ^ * r y X ^ * »- (1. s-;' * V ^ * * * ■> ^ =^ -2- 

.... ^ * .1.^ -r ' J'\ JU N-d.S-i'* 
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,3- r % J - fu^^^y^ 

2-i; y ^ JUT W X ^ ;u N-(l. . .J X b >f ^ - ^ 

2-i; y ^ JUT w X ^ N-(L 3-'>'--^i' ^; V >( ;u + ^ ^ > 

_2- >f JL/) * - h ^ 

^ > ^ ^ II M n q-i/ :i* >f -^i/:*' 4^ ^ ° ^"2 
2-^; > ^ ;i/T ^ y X ^ N-u. 0 y ^ ^ ^ 

- >( ;i/ ) * ^ - ^ ^ 

2-i; > ^ T ^ >^ X ^ -'^^ N- u. 0 y ) y 

2-i;^^.UT Wx^JU N-(l-«Jyi^-^'^* + ^>-3- ^^^-^^^ 

3_.:;^ ^;.T ^ JU N- (1. ^ ^ * ^ ^ ^ ^ ^ 

_2- >f ju) * JU''^^ - V ^ 

2- i; ^ V y o e JU T ? ^ X ^ JU N- (1. 3- i-' :t ^ f + ^ ° 
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2..>'-n- ^nt:-..T Wx^.u N- (1. 3- * V >f 4^ ^ - 

4 zf V -2- ^ * '"''^^ " " 

2-x 5^ T 5 y X ^ N- (1. 3- :t ^ ^ + ^ ° ^ -2" 

>f Jl/) * - V ^ 

2- CN-^^^i'-N-(2-'^ Ka + ->x^;u) T x ^ N-(1.3- 

2- CN.N-^;-(2-t: Ko + i^x^Jt.) T W3 x ^ N-(1.3->'* 
2- CN-(2- ^;x^.uTW) x^;i.-N- .'^^.utWD x ^ N 
2- U ^ X ^ N-(l. w ^ ^ J''^ + ^ ^ ^"2- >f 

2-fa U x^JU N-(1.3-^^':*-l^:*-'f ^ 
2-T Wx^Ji. N-(1.3-i^:^V;i->f Ji':t+i^:^-^^^-2- ^ 

2-i; > ^ ;uT W X ^ ;u N-(l. 3-i; * w * >r + ^> ^ - ^^'^ 

- >f Jl/) 5^ * ^^'^^ - ^ ^ 

- JU) ^ * Jl//^'> - V > 

2- CN.N-i;-(2-t Ka + i^x^JM T W] x ^ J. N-(1.3->-:4- 
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2- f t. .J ^ - ^ N- (1. 3- V. * >f ^ + ^ ° -2- 

jl/) ^ * Jl/^^'^ - - 
^ JUT % ^ ^ 

2- f . .J i^' y X ^ ;u N- (1. -° ^-2- ^ 

N-(2.3- i;^V:*->f^i^:4- + '>') ^ =^ % J ^ 

*^Hj>(fc^t?5ic*PT. ^J^ii^ 3-o-(4- i;>^JUT>;y:/^'^ 

^.U) -1.2-0- i;:.i...u^U^n-... 3-0-(2- «>'>^.^TW 

e; X ^ T ^; . X ^ ;^ . 2-0- ^ v . 'J - 

_;..2-0-(2- i;x^;uTWx^...) *;w.^>f;i^-1.3-0- ^ 
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^1-1.2-0- ^Ji:V^^^^ir^)^^-^^ifi^^^ 

^i^jbx^y-Ji-T^;^ (phosphatidyl ethanolamine ) . ^^^^ 
.J y (Phosphatidyl choline) ^ 5 d i # ^ „ 

*^BJr-M xiriJO^T. U yfli^iO^fiitit^ 

0.1:9.9-- 9.9:0.1 ^i^^mt^m : 'J >BiS (^^^i^) ) *< 
S^ST'*D. l:9~9:l (:$:^IB^b^?«D: >J:^Bi!S (^^"ib) ) 
$f^t<. l:3~3:l (*^Bfl tl : 'J V Bi« ( * ^"ib) ) *^<J^ 
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> («. /3. r) . >f <I L-K I L-2) . 

-anjsscH? (csF) . mmm^m=^ (tnf) . u--; v-jk 

^ ^Ti'-y K. 5-7JP:tDt;5i'Ji' (5- 
FU) > •>f'>>T5t-yi.K (Ar a-C) > TT-VT^h-y 
i.K (Ar a-A) . ^yy^fv^y (CDDP) . ^ a x 7 r 

^ (AZT) . m^m\s^^i^i^-^^^° 

S o 

(1) ^ tj - • * * # 'J ^ - S^** 

;^: tj >' 'y • 'J u^i^i^^Wo 

# ij >f y • ^° 'i (2-5^ ^ Ji'i^) c 

;f. <J (7-rT1f 'f ^ J^®) • ^> 'J i-^'^'Ji'Mo 
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(2) :h ^ IJ T - • :3 # 'J ^ - 

(3) ^Efc^^<t'i--'J*^*>'^®^^^ 

(4) -5:®fli5 

(methylphosphonate). ^^^'J-^^^^*-^- ^ ^ 

phosphorothioate) . 31 1* * ^ * ^ ^ * ^ " ^ ^ 
phosphorodithioate) ^ ^ ^ ^ 1^^-^^^^ ^ ^ ^^^^^^ 

If S ci tif-"^^ So 

0 1 ~l:10 X : ft9S**«t-S«,K) t.^. 
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^KMLicmm. m^\i^m(D-^mm. mom. ^xm. ^mm. 

<1) ^.j-fea-.u4.6B (50n,o.ol) t: -J v 50™l IC t . ^^b V 
O-h ij ^^u^ U -fea -JU9. 5g(59X) *#^o 

(2) i_o-h y5^;u^'JH=°--»'3.22B(10mn,ol) 120mUC 

B,.oi) <D^i^x^y^mw^m-ri'^ ^et (2o~3o«..Hg) msr 
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.ufflttl. ^^^^ -^^^^ aS**^^^--^^^^^- 

(3) 1.2-0-5^:*-^"f Ji'-S-O-^ U ^ U -t ° - >»'6. lOg (7. 3 minol 

.u/^n^^o. A) |CJ:t)fiiaL. ^IE^l;^'fel3.75E(87S{)*m 

o 

•H-NMR(200MHz. CDCU) 5 : 0. 88 (6H. t. J=6Hz. CH3X 2 ) . 
1.14-1.44{44H.tn. CH.X 22). 1. 48-1. 68 (4H. ai, OCH^CiUx 2 ) . 
1.90-2. 10 (8H.m. CH=CHCiUX 4 ) . 3. 38-3. 78 (9H. OCH.X 4 RC/ 
OCH). 5.26-5. 45 (4H.in. CH^x 2 ) 
MS (FAB) : 593 (M+H)" 

(1) Ji/^^ 'J -feo -'"'1-00b(1.7 mmol) . U 5^ ^7 A T 

i;K0.83g(17»«.ol) . V U7x-;u*x 7 ^^0.89g(3. 4 0.0.01) . 
Egft'(b^^l.l3E(3.4 mmol) ® ICN. N->>' > ^ * J"' ^ T ^; K 

^ + H,->_a^mx^;u) T?«iS5L. 2.3-'V':4-i->f ^•':*- + '^^°'=^•^'' 
Ti'' K*?64^'fel't bri.03g(100X) #^0 
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lR(neat.cn.-') : 2920. 2850. 2100 
(2) q^tjM.rJU%^t?J^^-^ K75mg(2«.a.ol) ^fVv^V 

a fJUT^/'Kl. 036(1. 7 mo\) ^M^L. iO^mmW^. MIC^^S 
-^2nmmWLi'^o ^B^T^. SlSig*7XiclcS,tf. x--f jut* 

>H-NMR (200MHz. CDCls) 8 : 0. 88 (6H. t. J=6Hz. CH3X2) . 
1.17-1. 45 (44H.B.. CH,x 22). 1. 48-1. 70 (4H. m. OCH»CH.x 2 ) . 
1.90-2.14(8H.m. CH=CHCH.x 4 ) . 2. 64-2. 91 (2H. n.. NCH,) . 3.30- 
3.78(9H... OCH, X 3 R OCH), 5. 25-5. 46 (4H. m. CH=CHx2) 

MS (FAB) : 592 (M+H)* 

(1) ^.j^n-JM.OOg(lltno.ol) <h >f ^ V - JU2. 96b (43n,rDol) t 

,UAT^; KlS.UC^PL^^o :L(ommK^}^T. i-zr^Ji^i^^^^v 
i.^)juiruy>( K3.60g(24mn.ol) *iin^. ^^1? 5 ^KSS^ t /::o 

X 1. 3-0- - (t-y ^ > ^ '>"J > 'J ° - 3. 45g (99?S) ^ 
(2) 1.3-0-'>'-(t-y^J'''>'^^-'^'^'J'"'^ ^r,j-fen-ju3.45g(ll 
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f 3. 036(120.0.01) ;&Jn^^o ::,(DmmmrMy^^^y^J'^> 
16.5.1(22 .0.01) immmw^. Muiz^i^^^^ 

(3) i.3-0-'>*-(t-^^J»'->*^^^'''>"J'"'>-2-0-^ ^ ^'"^^-^ 
ju^ .J t a -JUL 25g(lla,n,ol) ©t h 7 t K a 7 ^ >30ml^-^|CT 

^y-..) .C(^L. 2-D-xb^«=Ka7 5-;.^^'J^--^''l-70g( 
96«)*#:fco 

(4) 2-0-T h 7 t Ka 7 ^^Ji'^^ 'J -fe" --'^854 rag (5. 3a.niol) * + 
g(15.9™».ol) ^JHl^. 5^MS3$^. *v>f^u-P- h.ux>x.ud. 

^- v6.7ig(i5.9n,B.oi) (D ^ ^ L . ^BT (20 

~30mmH6) . ^^^30^^. ^QVX ll^mmWLtz. K^M^m^^ 

SiL. 1.3-0-'>':^l^-^^''-2-0- xhvt Kn^^-^.'^U^.--^^ 
628mg{18%) =^n^^^^^^'^^'^° 

(5) 1.3-Q-i^:<-V>f Jl^-2-0- r f 5 b K n 7 ^ - ^ 'J ^ - 
628»g(0. 95 ™.al) V ^ b K 7 5 ^ 30«11C^P 10« 
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il5«l^lin^. RlBmr^. KB^K^^M^. t& 

321rng(57X)*#:fc = 

'H-NMR (200MHz. CDCla) 5 : 0. 88 (6H. t. J=6Hz. CHsX 2 ) . 
1.14-1. 26 (44H. en. ClUx 22). 1. 49-1. 68 {4H. oi. OCH.CH2X 2 ) . 
1.98-2. 13 (8H.m. CH=CHCIUX 4 ) . 3. 37-3. 56 (8H. n.. 0Cli,x4). 
3.95(lH.brs. OC E' 5. 27-5. 46 (4H. oi. CH=CH x2) 

MS (FAB) : 593 {M+ H) * 

(1) i.3_0-i^':i- W>( ^f^^ D -fc ^ -'"'150inE{0.25ininol) ^ f 5 5 
niUC^PL. ^>lkp-bJUxyx;u:f«-Ji'77».g (0.40n.a,ol) ^Jn;t. 
eottciraffet. 2 SP^S^l^^o Kie^T^. 

:i- ^ ju-2-0- (p- b X V X ^ ) y -fe ° - JH50a.g (BOX) * 

(2) #^n^l.3-0-i^*l->f^''-2-D-(P-M''X>x;^=^-^u) ^.J 
-fen-^H50mg(80S«). U ^ A T K SOtng (0. 6tnn.ol) . N.N-->'>^ 

. |£iiL> -mmL. i,i-^:?tu>i^v^^i^-2- ^nf;uT^>'K125n, 
g(99X)*^^§fe?*^'^^ 1-"^^^° 

(3) >J ^ 0 -^^^^-f K 7 ^ K 8mg(0.2tDinol) b v t 
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_2- :^nh-JUTi;K125.B(0.2n.mol)*?gTL. Q'C'^2nmmnL 
104ing(893«)^#fco 

##^] 5 1. 2-\i-'>'*l-*^ n - JbfD^SK 

(1) ^ >j -k 'J yig(o.oiiraoi)*f >j i^^ic^pu. ^mm^i^t^o 

i.n^>f K4.05g(0.012mol) *Jn^. {C T b ^ o 

( .J * y . u / m ffc > ^ I- '-^ - ^ ^ ^ - ^ 0 ■ 1 » ^ ^ ^ ^ 

(2) #^.ny::i-o-5''> ^ + ,j ^ jp^jr u t ^ - Jf290n.g(o. 735™ 

a>llC^ji¥b. yHl^y^l^^^ K 669a,g(2. 223n,n,ol)^Sn^. 

i/ :^ U t ^ " Ji^519ing(76. 5X)*#^° 

'H-NMR(60MHz. CDCU ) S :0.88(6H.m). 1. 27 (40H. brs. ) . 
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1.50-1. 70 (4H.«>) . 1.90-2.10(8H.n,) . 3. 10-3. 30 (2H. ™) . 3.79(6H. 
s). 4.20-4.40 {2H.n.). 5. 10-5. 50 {5H. » ) . 6. 70-7. 40 (13H. m) 

(3) ^itif^i-G-'yy y^ju-2.3-D- v >f a t 

p-;u218m6(0.236mmol)=&5X+*ig-m^fc>^l->'^«10»ll^^S?^^ 

-ffc^ifeilOOiiigCeB. 05S)^#fco 

'H-NMR(200MHz. CDClo) fl : 0. 88 (6H. t. J=6Hz) . 1. 28(40H. 
brs.). 1.50-1. 70 (4H.«. ) . 1. 90-2. 10 (8H. «.) . 2. 28-2. 40 (4H. n.) . 
3.72(2H.d.J=6Hz). 4. 10-4. 40 (2H. n,) . 5. 00-5. 12 (IH, «. ) . 5. 30- 

5. 40(4H. m) 

MS (FAB) : 621 (M+H)* 
#31^6 1.3-0-->-:*- -'"^ 'J 

(1) 2-0- (t- JUi'*^ ^ 'J U -fea -JU2.75g(0. 013inol 

) •;;y60.nnc^l?b. 7X?feT ^ :i- >f ^ ^ K8.82g( 

0. 028.01) ^Sn^. 50t:iCT15I^F^Kl5tfco SlS^&T^. ^IK^ 

^^-^^L-r. 1.3-0-'>'*v.:4->^^''-2-0-(t-:/^^''->' 

(2) # ^ 1. 3-0- i^' I- ^ ^"-2-0" (t-^^ •>* ^ ^ 

^.j ta-JHCO.lMT V 7-n- jUT ^ 7 ..U:*- 7 >f K- 
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;u/S^igx^JU-n— + 1^:^) ^^^^-^ «IS^fc^fe3. 97g (48. OX ; 2- 

•H-NMR(200MHz, CDCU) 5 : 0. 88 (6H. t. J=6H2) . 1. 28 (40H. 
brs.). 1.50-1. 70 (4H.™ ) . 1. 90-2. 10 (8H. m) . 2. 34 (4H. t. J=8Hz) . 
4. 10-4. 22(5H,ni). 5. 30-5. 40 {4H. ro ) 

MS(FAB) : 621 (M+H)* 

jviT ^) -fe o — JU © ^ 

(1) i.3-0-'>?:i-^:*-'f ^i'^'J-^°-'"'230inB(0.37inn,ol) ^ ^) > 
AJb^^^ui'M 5 ^ry-jH20ing(0. 740iDn.ol)^lni;t. Mfil^ 

-C3i^rasi$b^^. ^ffT^M*-a^L. ^S^^^b^^^^^'^ 

]^iS*N, N-i^^ ^ ^ K lOml I- I- - 2-T ^ x ^' ^ - 

;u45o,g(0. 737n,n.ol) ^M^. M-^X-m^mnLfc. SJS*IT^. ^ 

^- (.>tJ;!;y;u/m'(b^^i^'^->^^-'"'^ 1.3-0-i-' 

204mg(79. 5X)*#^o 

•H-NMR{200.MHz. CDCU) 8 : 0. 88 (6H. t. J=6Hz) . 1. 28 (40H. 
brs.). 1. 50-1.80 (4H.m ) . 1. 90-2. 10 (8H. a.) . 2. 34 (4H. t. J=8Hz) . 



PCT/JP94/00237 

WO 94/19314 

56 

3. 28-3. 40 (2H.«>). 3. 64-3. 80 (2H. m ) . 4. 20-4. 40 (4H. ») . 5.06- 

5.20(2H.m). 5. 30-5. 50 (4H. m) 

US (FAB) : 690 (M-OH)* 
(2) ^t^n/.1.3-D-'>';rv^^.u-2-0-(2-t Kr> + '>x^.u) * ;u 

,<*>f tj tp -;H60mE(0.22Ba.mol). ra^^fc^^ ISOag (0. 452 
mmol) . V tj 7 ^120nig(0.458inmol)®?S^'t«!II-s N. 

N-i;y ^ju:}-obAT ^; Kion>i*-miciD^m£-e2^ra«^b^o 
^ji-^jsby^o 



'H-NMR(200MHz. CDCU) 5 : 0. 86 (6H. t. J=6Hz). 1. 28 (40H. 
brs.). 1. 50-1.70 (4H,o, ) . 1. 90-2. 10 (8H. «.) . 2. 31 (4H. t. J=BHz) . 
3.40-3.52(2H.n,), 3. 52-3. 70 (2H. m ) . 4. 20-4. 44 (4H. «.) . 5.06- 
5.20(2H.m). 5. 25-5. 40 (4H. m) 

MS (FAB) : 770 (M) * 
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1 3-0-(2- i;^^JUTiyx^.u) ^1-1.2-0- 

1. 2-0- ;f u U ^ n - ;u2. 00g(3. 4 mmol) CD f U 5; y : 

25^'i.cN.r- *.u:i-:-.u^;;^ , ^^/- ..0. 66b(4. 1 »»ol) *in^. 

^jux^wvi^T^; y 595tnB(6.8 n,«,ol) ^JfliL. l^^mWtfCo 5 

2. 18g(9lS«)^#^o 

•H-NMR (200MHz. CDCU) 5 : 0. 88 (6H. t. J=THz. CH3X 2) . 
1 16-1 44(44H,m. CH.X 22). 1. 47-1. 68 (4H. OCH^Clkx 2 ) . 
1*84-2 12(8H.., CH=CHCH,X4) . 2.20(6H.s. N(CH3).). 2.39(2H. 
t.J=6Hz. NCH.), 3.18-3.31(2H.». CONHC H,). 3. 36-3. 64 (7H. ™. 
0CH,x3Rt; OCH). 4. 03-4. 26 (2H... CH.QCO). 5.22(1H. brs. 
NHCO). 5. 28-5. 43 {4H.m, CH=CHX 2) 
MS (FAB) : 707 (M+H)* 

mmm2 3-o-(2- y^jur wx^j^) 
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.H-NMR(200MHz. CDCU) 8 : 0. 88 (6H. t. J=6Hz ) . L 28 (44H. 
brs). 1.50-1. 60 (4H.») . 1. 90-2. 10 (BH. .) . 2.43(3H.s). 2.71(2 
H.t.J=6Hz). 3.28(2H... J=6Hz). 3. 40-3. 70 (7H. ™) . 4. 05-4. 26 (2H. 
»). 5.14(1H. brs). 5. 30-5. 44(4H.ni ) 

MS (FAB) : 693 (M+H)* 

mmm^ 3-o-(2- r . . x^;.) * ..-1.2-0- ^^tu, 

^ r T IE 16 BJ -ffc ^ ^ " 

.H-NMR(200MHz. CDCU) S : 0. 88 (6H. t. J=6Hz ) . 1.28(44H. 
brs). 1.50-1. 60 (4H.™) . 1. 90-2. 10 (8H. .) . 3. 10-3. 20 (2H. ») . 
3. 40-3. 70 (9H..). 4. 04-4. 26 (2H. .) . 5. 30-5. 45 (4H, .) . 6.20(1H. 
brs) 

MS(FAB) : 679 (M+H)* 

nmmA 3-o-(2- ..x^.^r w x^..) * ..-^^ .-1.2-0- 

t X^'f ^ ij -fe a - CD ^ ^ 

.H-NMR(200MHz. CDCU) S : 0. 87 (6H. t. J=6Hz ) . 1.01(6H.t. 
J=6Hz). 1.27 (44H.brs). 1. 46-1. 62 (4H. » ) . 1. 90-2. 10 (8H. ») . 
2. 48-2. 62 (6H.™). 3. 18-3. 30 (2H. ™) . 3. 38-3. 66 (7H. .) . 4.04-4.24 
(2H.ni). 5. 24-5. 44 (5H.ni) 
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MSCFAB) : 735 (M+ H) * 

:t V ^ -"'^^ 'J ^ ■" J''®^^ 

.H-NMR(200MHz. CDClo) 5 : 0. 88 (6H. t. J=6Hz ) . 1.28 (44H. 
brs). 1.46-1. 70 (8H.™) . 1. 90-2. 10 (8H. «.) . 2.39(6H.s). 2.44- 
2.56(2H.™). 3.10-3.24(2H.») . 3. 36-3. 70 (7H. 4. 00-4. 24(2H. . 
), 5. 18-5. 42(5H.m ) 

MS (FAB) : 736 (M+H)* 
^mm^ 3-0-(2- ^>'>^.VT..x^..) ^**.u..^X.U-1.2 

-0- v>f Ji'^^ 'J -fe ^ 

.H-NMR(200MHz. CDClo) S : 0. 88 (6H. t. J=6Hz ) . 1.28(44H. 
brs). 1.50-1.60(4H..) . 1. 90-2. 10 (8H. .) . 2.21(6H.d. J=4Hz). 
2.36-2.54(2H.«.). 3. 30-3. 80 (9H. .) . 4. 40-4. 70 (2H. .) . 5.26- 

5. 45(4H.iD ) 

MS (FAB) : 723 (M+H)^ 
HMT 3-0-(4- ^>'y^;.T wy..^^^) -1.2-0- 

L2-0-'i^* '"'^ ij ^r a -JH20iDB(0.20niinol) ^ ^ 
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J i^ie • ^iEmi68n,B(l«.mol)*Sn;t. jE N. N' - ^ ^ - + >^ 
*;u:Ki;>f (DCC) 206mB(i™tnol). > ^ T W f U ^ 25 

Bfl -fk 123nig (875«) * # ^ o 

.H-NMR(200MHz. CDCU) 5 : 0. 88 (BH. t. J=6Hz) . 1.20-1.40 (44 
H..). 1.45-L60(4H..) . 1. 70-1. 90 (2H. .) . 1. 90-2. 10 (8H. .) . 
2.22(6H.s). 2.30(2H.t.J=8Hz). 2. 36 (2H. t. J=8Hz) . 3. 38-3. 85 (7H. 
m). 4. 04-4.30 (2H.(n). 5. 30-5. 45 (4H. tn) 

MS (FAB) : 706 (M+H)* 
HSfe^JS 3-0-(N.N- ->'>^;UT WT-fe^.U) -1.2-0- W >f 

Jl/ U -fe a — ® ^ 

N. N- ^ ^ ^i- ^ 'J 572tDE (5. 547mmol) * N. N- ^^}V^>J^^T 

^; K22a,l<i:m^b>^i-^ll«"l®^i^^^^'-'^®^^ ^ ^ 

JU4-:'>M ? K (DCC) 1736mg(8. 4140.0.01) ^Jnx.. ^SIC 

rj n - ;u327™6(0. 551n,«,ol) ® U y mmi^UZ^M L . N. N' - 
.^-,;,^^^+v.jp*jb:Ki;>f ? K (DCC)80n.g(0. 388mmol) ^ilD^t. 

5ot:lcr^^^5I&L^.o sissiT^. ^iK^s^t. 
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^ju-u-^^^y) ®IB*5l»J^li^««!l251m6(67.2X)*#^o 
.H-NMR(200MHz. CDCU) S : 0. 88 (6H. t. J=6Hz) . 1. 28 (44H.brs 

). 1.50-1. 70 (4H.m). 1. 90-2. 10 {8H. o.) . 2.36(6H.s). 3.23(2H.s), 

3. 40-3. 70 (7H. ID). 4. 00-4. 20 (2H. m) . 5. 20-5. 40 (4H. m) 
MS(PAB) : 678 (M+H)* 

mmm2 3-0-(4- :^^JVT % y zr^ J ^ J^^) -1.2-0- 

^ tj -fe n - © ^ 
(1)1.2-0- iy>f 'J -fe ° --"'SOOmgCO. Slmmol) ^iffiicfijj; 
V 5tnUC^Pt. i-^^^zr^ U J^^' 7>f K188in6(1.01mmol) * 

^y-ji/) ^(*159nig(42X)^#^o 

•H-NMR(200MHz. CDCU) 5 : 0. 88 (6H, t. J=6Hz) . 1.27 (44H.brs 
). 1.50-1. 70 (4H.m). 1. 90-2. 20 (lOH. m ) . 2. 53 (2H. t. J=8Hz) . 
3. 40-3. 70 (9H.m). 4. 05-4. 30 (2H. ro) . 5. 25-5. 45 {4H. m) 
(2) ±|E^°*»130B.B(0.18mmol) ;£-N. N-i^ > ^ Ji"^ ^ ^ ? K - 

V7'afJUTJi'3-JU-^'ot.:ivJl.A (l:l:l) BmllC^PL. 
X ^ T 5 > 1 mU N. N- V ^ a f X ^ JU T ? > 70«.g (0. 54n,n,o 
D^Jin^-c. B0t:icT20iNfraJra^SSLy^^. Hl=:80t:T' 6 

BLfco mm^uBm^^^ mt^^^y-^-^'^^^- ^^^^^ 
\y>m'S:mmi' y 'J ^ j^-^^^^- mB^mL-tzo nm.^*"^^^ 
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'H-NMR {200MHz. CDCU) 8 : 0. 88 (6H. t. J=6Hz) . 1.04(6H.t.J= 
6Hz). 1.27 (44H.brs). 1. 50-1. 70 (4H. ») . 1.80(2H..). L90-2.10( 
8H.m). 2.37(2H.t.J=6Hz). 2. 44-2. 70 {6H. «.) . 3. 40-3. 70 {7H. . 
4. 05-4. 30(2H.oi), 5. 30-5. 45 (4H. m) 

MS(PAB) : 734 (M+H)* 

mmmn n-(2.3- f^^^^v-i- i^^^^fT^; 

l.-i^-^J ic \^ A )\,t^'y'f^^i^r% i/l00nig(0. 17mmol) *iS2kN. 

ilS7i™6{0.42D,«ol), N.N'- V 
(DCC)105»g(0.51.-.ol) . 4-i;^^^>'TWh-.j.>'>4.i™g{0.034 

.H-NMR(200MHz. CDCI3) 5 : 0. 88 (6H. t. J=6Hz) . 1. 20-1. 40 (44 
H.»). 1. 50-1. 60 (4H..) . 1. 70-1. 90 (2H.™) . 1. 90-2. 10 (8H, ») , 
2.23(6H.s), 2.24(2H.t.J=8Hz). 2. 34(2H. t. J=8Hz). 3. 20-3. 60 (9H. 
m). 5. 30-5. 42 (4H. m) 

MS(PAB) : 705 {M+ H) ^ 
mi&mn 3-D-(2- ^;ut ^; y x^..) x;u7r*>f^'' -1.2- 

-^y]i;y (2:1)4D.1IC^PL. (2- > ^ T W x ^ ju) ^ Ji' 
7 r ^ >( ;w ^ n ^ ^ K 150a>g(0. 75m.ol) ^ 1 
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.H-NMR(200MHz. CDCls) 5 : 0. 88 (6H. t. J=6Hz) . 1.20-1. 40 (44 
H..). 1.45-1. 65 (4H.t») . 1. 90-2. 10 (8H, .) . 2.24(6H.s). 2.48(2 
H.t.J=6Hz). 3.18(2H.t.J=6Hz). 3. 40-3. 60 (6H. .) . 3. 60-3. 75 (IH. 
m). 4.08-4. 30 (2H.in). 5. 30-5. 40 (4H. m) 

MS (FAB) : 743 (M+H)" 

2-0; > 5^ T W X ^ y - 45.6 (0. 5n>mol) b' .J ^ 2 D.11C ^ 
PL. N.N-- ^JU^-Ji-^^*^ c ^'/-JU97a.g(0.6n,n.ol) ^M^^ 4 
^.^MJ^ty.. :i0^-^.C2.3-^^*W..^%'>:/-'^-^''T.:^ 3 
55»E(0.6»»ol) ^«Tt. -g^ili^t^.o ^JS^^Tm^^JS^^S^ 

BJ^t^i^ 383iDg(100«)*#^^o 

>H-NMR(200MHz. CDCls) 5 : 0. 87 (6H. t. J=6Hz. CH3X2) . 
1 12-1 44(44H.m. CH,x 22). 1. 46-1. 64 (4H. OCH.ClUx 2 ) . 
L88-2.12(8H.™. CH=CHCH,x 4 ) . 2.37(6H.s. N(CH3).). 2.54(2H. 
t.J=6Hz. NC H,). 3. 32-3. 64(9H.o,.OCH.x3. OCH and NHCH,) . 
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4.16(2H.t. J=6Hz. COOCH.). b.lTOH. brs. NHCO). 5. 26-5. 46 (4H. 
tn. CH=CHX 2 ) 

US (FAB) : 707 (M+H)* 

nmmn 2-o-(2- ^;i^t w x^;u) * ;..<^>f ^u-i. 3-0- 

l,3_0_i;:4-U>f JU^'J-fet3-JUl50tng(0. 253 tnraol) © b" »J i/'^^ 

t&LfZo a^^N.N-i^.'^^l'^J^^T^ K 1.6.1 IC^Mt. N.N-i; 
^^ji,:L^uyi^r y45n.B(0.51ina.ol)^Jin^. ^«Si$L^o S 

179raE(100%) *#^o 

.H-NMR(200MHz. CDCla) S :0.88(6H.t. J=6Hz) . 1.28 (44H. 
brs). 1.50-1. 65 (4H..) . 1. 90-2. 10 (8H. .) . 2.20(6H.s). 2.39(2 
H.t.J=6Hz). 3.20-3.30 (2H.™). 3. 34-3. 55 (4H. ») . 3. 55-3. 70 (4H. d. 
J=4Hz). 4.99(1H. t. J=4Hz). 5. 25-5. 46 (5H. a.) 

MS (FAB) : 707 (M+H)* 

nmmu 2-:^^ ^^i-t w x^;. N-d.s-^^ i^>f ^^^^ 
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«H-NMR(200MHz. CDCU) 8 : 0. 88 (6H. t. J=6Hz ) . 1.28(44H. 
brs), 1. 50-1. 60 (4H.a.) . 1. 90-2. 10 (8H. a.) . 2.2B(6H.s). 2.54(2 
H.t.J=6Hz). 3.40-3. 55 (8H.cD). 3. 80-3. 90 (IH. tn) . 4.15(2H.t,J= 
6Hz). 5. 10-5.20(lH.in) . 5. 20-5. 45 (4H. m) 

MS(PAB) : 707 (M+H) * 

nmmn 3-o-(2- ^ jut ^ y x^;i.) * ju--^^ jf-i. 2-0- 

1.2-0-^^'* JUrJ^ 9 -fe D - J^*fflt'"'^ 1 iPl^l- l-'^T 

•H-NMR(200MHz. CDCl,) 5 :0.88(6H.t. J=6Hz) . 1. 28 (40H. 
brs). 1. 50-1. 70 (4H.m) . 1. 90-2. 10 (8H. a.) . 2.22(6H.s), 2.24- 
2.40(4H.n,). 2.41(2H.t. J=6Hz). 3. 20-3. 30 (2H. ») . 4. 10-4. 15 (4H. 
m), 5. 20-5. 30 (2H. m). 5. 30-5. 45 (4H. in) 

MS (FAB) : 735 (M+H)* 
^Jfe^iie 2-0-(2- i^^^JUT wx^;i.) *.u.<*^.u-l.3-0- 

•H-NMR (200MHz. CDCU) 5 :0.88(6H.t. J=6Hz) . 1.26 (40H. 
brs). 1.50-1. 70 (4H,n,) . 1. 90-2. 10 (8H. o.) . 2.22(6H.s). 2.32(4 
H.t.J=8Hz). 2.42(2H.t. J=6Hz). 3. 20-3. 30 (2H. m) . 4. 12-4. 25 (4H. 
m), 5.15(1H. t. J=6Hz). 5. 20-5. 45 (5H. m) 

MS (FAB) : 735 (M+H)* 
^Jfi^J17 2-i'^^J-T Wx^JU N-(2.3->'*l«'*>f + 
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X3 [£ ju) * ^< > - V ® fi£ 

2-i;y ^ JUT ? y y -ji.500ing(5. Blinmol) ^iSTlcf U v30 
»i;c^PL. N.r- ^JU^-Jue^M 5^'/-Ji'*1.91g(11.8a,tD0l) 

K5.22g(17.4mn,ol) *iD^/^^> 50t; -ei4^P^SlB L^^io »Ct--T'f 

'H-NMR (200MHz. CDCU) 8 :0.88(6H.t. J=6Hz) . L 25 (40H. 
brs). 1.50-1. 70 (4H.B.) . 1. 90-2. 10 (8H. n.) . 2.28(6H.s). 2.30(4 
H.t.J=8Hz). 2.57(2H,t.J=6Hz), 3. 30-3. 50 (2H. m) . 4. 06-4. 30 (4H. 
m). 5.04-5, 15 (2H.ID). 5. 25-5. 40 (4H. in ) 

MS (FAB) : 735 (M+H)* 

o -'N- y-2- JU) * JU^<> - I- ©^l!^ 
^IfeM17lc*J0>T3-T W-1.2- :fu.'^z^i?^-J\^Oi^t)<0K. 

2-T J -1. 3- -f^^-^^ - ju^ffliz-'x nM^'onii^^i- Lxm 

iE:*:^IS'(k^^^0 372mg(2. 2incnol)^l'fco 

•H-NMR(200MHz. CDCU) S :0.87(6H.t. J=7Hz) . 1. 20-1. 40 ( 
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40H. »>. 1. 50-1. 70 (4H.. ) . 1. 90-2. 10 (8H. «.) . 2.30(6H.s). 
2.32(4H.t.J=8Hz). 2. 59 (2H. t. J=6Hz) . 4. 00-4. 25 (7H. o.) . 5.10- 
5.20(lH.m). 5. 30-5. 45 (4H.ID) 
MS(PAB) : 735 (M+H)* 

mmmi2 2-o-(2- e^ui^'^x^^M * ...--^^ ^I'-i.s-o- 

.H-NMR(200MHz. CDCl,) 8 :0.B8(6H.t. J=6Hz) . 1.28 (40H. 
brs). 1. 44-1. 54 (2H.n,) . 1. 54-1. 76 (8H. tn) . 1. 90-2. 10 (8H. .) . 
2.32(4H.t,J=8Hz). 2. 39-2. 56 (6H. .) . 3. 20-3. 40 (2H. «.) . 4.12- 
4.40(4H,B)). 5. 08-5.24(lH.n.). 5. 24-5. 52 (5H. «.) 

MS (FAB) : 773 (M+H)* 

1. 3-0- i; V X ^ 'J ^ ° - ^ N- - ^ ^ ^ ^ ' 

|€M^J13<hl^^l^L^-C^i2*^«'«^*^^^=^^^° 
•H-NMR(200MHz. CDCU) 8 :0.88(6H.t. J=6Hz) . 1.02(6H.t. 
6Hz). 1.28 (40H. brs). 1. 50-1. 70 (4H. ») . 1. 90-2. 10 (8H. .) . 
2.32(4H.t.J=8Hz). 2. 44-2. 66 (6H, n.) . 3. 16-3. 32 (2H. . 4.22- 
4.38(4H.a.). 5. 08-5. 22 (IH. m) , 5. 26-5. 52 (5H. «.) 
MS (FAB) : 763 (M+H)* 

nmmn 2-o-(2- v ^-^^r w x^.u) *...^^..^-i 

.3-0- ^Jt^yt^Ji'^')-^^-^^^'^^ 



PCT/JP94/00237 

ViO 94/19314 

68 

1. 3-0- i; W ;i- ^ ;u ^ >J -fe ° - . N. N- i^M V y n b- X 5^ W V 

'H-NMR(200MHz. CDCU) S :0.B8(6H.t. J=6Hz) . 1.00(12H.t. 
6Hz). 1.27 (40H. hrs). 1. 50-1. 70 {4H. tn) . 1. 90-2. 10 (8H. n.) . 
2.30 (4H.t.J=8Hz). 2. 48-2. 64 (2H. m) . 2. 88-3. 20 (4H. a,) . 4.10- 
4.32(4H.iD). 5. 06-5. 28 (2H.in). 5. 30-5. 42 (4H. tn) 

MS (FAB) : 791 (M+H)* 
||j|fi^J22 2-D- (2-f^ 'J i-'^ x^JU) A JU/^'^>f ;u-1.3-0- i^* * 

«H-NMR(200MHz. CDCl,) S :0.88(6H.t. J=6Hz) . 1. 27 (40H. 
brs). 1. 50-1. 70 (4H. 0.) . 1. 74-1. 88 (4H. m) . 1. 90-2. 10 (8H. m) . 
2.30(4H.t.J=8Hz). 2. 44-2. 70 {6H. «,) . 3. 20-3. 40 (2H. a.) . 4.20- 
4.42(4H.ni). 5. 08-5. 22 (IH. m) . 5. 24-5. 46 (5H. m) 

MS (FAB) : 761 (M+H)* 
^Jfe^23 2-0- (2-^JU^'J^:^^^'') * ^"^^^ ^ ^""l. 3-0" * 

.J y^fflO^. ^Jg«?iJ13i:P^i^L'-^^i2*^"-«^'i^''^^^^° 

'H-NMR (200MHz. CDCU) S : O.B8(6H.t. J=6Hz) . 1.27 (40H. 
brs). 1. 50-1. 70 (4H.n.) . 1. 90-2. 10 (8H. m) . 2. 31 (4H. t. J=8Hz) . 

2. 40-2.54(6H.m). 3. 20-3. 40 (2H. o.) . 3. 70 (4H. t. J=6Hz) . 4.12- 
4.38(4H.ai). 5. 08-5. 20 (2H. m) . 5. 20-5. 46 (4H. m) 
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MS (FAB) : 777 (M+H)* 

mmmzi 2-0-0- i^x^.ur w ^-^u) * .w.^x ..-1.3-0 

»H-NMR(200MHz. CDCla) 8 :0.88(6H.t. J=6Hz) . 1.03(6H. 
t.m). 1. 28(40H. brs). 1. 50-1. 70 (4H. ™) . 1. 90-2. 10 (8H. n,) . 
2.30(4H.t.J=8Hz). 2. 46-2. 5B(6H. tn). 3. 20-3. 32 (2H. n.). 4.10- 
4.34(4H..). 5. 10-5. 20 (IH.™). 5. 30-5. 42 (4H. . 6. 18-6. 30 (IH. 
brs) 

MS (FAB) : 777 (M+H)* 
^MM25 2-0-C2-(N- ^^.''-N-(2-tKo + '>x^.i.) TW) 

1. 3-0- X -2-0- (2- :/ - * X ^ ;u ) * * >f ^ 'J * 

p-.ul73™g(0. 224«a.ol)^^'--=^^^''^10«'l^^^JS^^ 2- ( ^ ^ 
T W ) x^' y -JU543mg(7. 228niii.ol)i:i^^ V :/ ° fJUx^JUT ? 
y27mB(0. 209n>mol) ^JlO^. 80 1: tSI^Mig L o SlS«IT^. 

°H-NMR(200MHz. CDCU) S :0.86(6H,t. J=6Hz) . 1. 27 (40H. 
brs) 1 50-1. 70 (4H.™) . 1. 90-2. 10 (8H. ») . 2. 26-2. 38 (7H. ») . 
2.50-2.70 (4H.»). 3. 20-3. 40 (2H. .). 3. 61 (4H. t. J=6Hz) . 4.20- 
4.44{4H.in). 5. 06-5. 20 (2H. n.) . 5. 30-5. 45 (4H. n.) 
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nmm2^ 2-0- c2-(n- x^;.-N-(2-b k - + -^-x^^u) rw) 

.H-NMR(200MHz. CDCU) S :0.88(6H.t. J=6Hz) . 1.03(3H.t. 
6Hz). 1. 28 (40H. brs). 1. 50-1. 70 (4H. ») . 1.90-2.10(88..). 
2.32(4H.t.J=8Hz). 2. 54-2. 68 (6H. .) . 3. 20-3. 30 (2H. .) . 3.56(2H. 
t.J=6Hz). 4.12-4.34(48. 0.). 5. 06-5. 20 (2H. »). 5.30-5. 44(48..) 

MS (FAB) : 779 (M+H)* 
^Jfi^J27 2-0-C2-(N.N- i.'- (2- b K a + x ^ ..) TW) 
*.w<^^.u-1.3-0- ^Jtuir^J^^irr)^^'-Ji'<D^^ 

.H-NM(200M8z. CDCls) 5 :0.88(6H.t. J=68z) . 1. 28 (408. 
brs). 1.50-1.70 (48,™) . 1. 90-2. 10 (88.™). 2. 32 (48. t. J=88z) . 
2 60-2. 70 (68. ™). 3. 20-3. 30 (28. tn) . 3. 60 (48. t. J=68z) . 4.12- 
4.40 (48..). 5. 08-5. 20 (18.0.). 5. 30-5. 42 (48. «) . 5. 60-5.70 (18. 
brs) 

MS (FAB) : 795 (M+H)* 
^1^^128 2-0-C2-(N- y^..^-N-n- zr^>^^TXJ) x^.u] * 
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«H-NMR(200MHz. CDCI3) S : 0. 82-0. 96 (9H. m) . 1. 10-1. 50 (42H. 
„). 1. 50-1. 75 (6H,a,) . 1. 90-2. 10 (8H. <n) . 2.19(3H.s). 2.26-2.40 
(6H.0,). 2.46(2H.o,). 3. 20-3.30 {2H.m). 4. 10-4. 30 (4H. 0,) . 5.08- 
5. 20(lH.in). 5.25-5. 40 (4H.in) 

MS (FAB) : 777 (M+H)* 
^S6^J29 2-0- C2-(4-(2-t Kn + i.x^;u) ^' ^ y J ) :l ^ ju 

i_(2- t Ko + i^x^^ju) \£^yify^m\>^^nmm2^tmm\:^ 

■H-NMR (200MHz. CDCI3) 5 : 0. 88 (3H. t. J=6Hz) . 1.28 (40H.brs 
). 1. 50-1.70 (4H.a.). 1. 90-2. 10 (8H. n>) . 2. 32 (4H. t. J=8Hz) . 2.40- 
2.60(12H.o.). 3.18-3.32(2H.o.). 3. 62 (2H. t. J=6Hz) . 4. 12-4. 32 (4H. 
CD). 5. 08-5. 24(2H.in). 5. 30-5. 40 (4H, m) 

MS (FAB) : 820 (M+H)* 
IIJ6M30 2-0- C2-(N.N.N'.r- TV^^^Ji-^T-i^'y) x ^ 

3 *jw^*>f JU-1.3-0- i?:4-v:r>f 

'H-NMR(200MHz. CDCI3) S : 0. 88 (3H. t. J=BHz) . 1. 27(40H.brs 
). 1. 50-1. 70 (4H.»). 1.90-2.10(8H.a,). 2. 30 (4H. t. J=8Hz) . 2.96( 
3H.S). 3.10(3H.s). 3.35-3. 40 (2H..). 3. 60-3. 70 (2H. «,) . 4.04- 
4.34(4H.n,). 4. 98-5. 08 (IH, a.) . 5. 30-5. 40 (4H. .) . 6. 30-6. 40 (IH. tn 

) 

MS (FAB) : 805 (M+H)* 
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mmmn 2-0- C2-(N-(2-i^x^ jut w ) ju-n- > ^ j^t 

J) x^JuD *ju.N'^^ JU-1.3-0- v;;*-^;!-^ Ji'^'J-fe^--"'®^ 
Eg 

•H-NMR (200MHz. CDCU) 5 : 0. 88 (6H. t. J=6Hz) . 1.04(6H.t,J= 
BHz). 1.26 (40H.brs). 1. 50-1. 70 (4H. m) . 1. 90-2. 10 (8H. tn) . 2.26- 
2.36(7H.m). 2. 44-2. 64 (lOH. tn) . 3. 15-3. 25 {2H. m) . 4. 16-4. 26 (4H. 
m). 5.08-5.18(lH.n.). 5. 30-5. 40 {4H. n,) . 6. 46-6. 60 (IH. brs) 

MS (FAB) : 820 (M+H)* 

nmmn 2-0- c 2- (4- juf^^ -^'y > x^ju] ^ju.^^^ju 

'H-NMR(200MHz. CDCI3) (J : 0. 88 (6H. t. J=6Hz) . 1.10(3H.t.J= 
6Hz). 1.26(40H.brs). 1. 50-1. 70 (4H. m) . 1. 90-2. 10 (8H. m) . 2.32( 
4H.t.J=8Hz). 2.38-2.60 (12H.a.). 3. 22-3. 34 (2H. m) . 4. 12-4. 34 (4H. 
m). 5. 10-5.30(2H.n)). 5. 30-5. 42 (4H. m) 

MS(FAB) : 802 (M+H)^ 
^M^33 2-0- C2-(N- x^JU-N- ^^Ji-T^^) x^ju] ^ JV.-< 
^>f JI/-I. 3-D- -i; :i- -f J^ 'J ° - JUCD-^fiK 

l,3_0-i;:r w:*->f J^-2-D-(2-^^^^^''i') A ju ^< * >f 'J 
a -Ji/131mB(0. 170mmol)^^ ° o 'i'^ J'' ^ SmllC^Pt. N-x5^JU> 
^JUT 5 y 470inB(7.951niniol)*iinx.x 80t: {C T^SiJWSlE L:teo 
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SlSi^T^. SIS^^^SXU ym-7Km± V U A;jc^^K-e5Sfe^ Lfc 

nig(81. 5X) *#fco 

»H-NMR(200MHz. CDCU) 5 :0. 88(6H. t, J=6Hz) . 1. 04(3H. t. 
6Hz). 1. 26 (40H. brs). 1. 50-1. 70 (4H. m) . 1. 90-2. 10 (8H. <n) . 
2.20(3H.s). 2.32(4H.t. J=8Hz). 2. 38-2. 52 (4H. m) . 3. 20-3. 30 (2H. 
m). 4. 12-4.32(4H,in). 5. 10-5. 20 (IH. m) . 5. 25-5. 42 (5H. m) 

MS(PAB) : 749 (M+ H) * 
mmm^i 2-0-(2- i^x^ jut ? y x^;u) * Ji/^-f^^f JU-l, 3-0- 

5 i^^ffllV ||Sfifiajl3tl^^«CLT^iE*^BJ'ft^^^»fco 
>H-NMR(200MHz, CDCU) : 0. 87 (6H. t. J=6Hz) . 1.00(6H. t.J= 

6Hz). 1.25(48H.brs). 1. 50-1. 70 (4H. m) . 2. 30 (4H. t. J=8Hz) . 2.46 

-2.60(6H.m). 3. 10-3. 30 (2H. m) . 4. 12-4. 32 (4H. m) . 5. 10-5. 20 (IH. 

m). 5. 20-5. 35(1H, m) 
MS(PAB) : 711 (M+H)* 

mmm^^ 2-i''x5^jbT y x^^ju n-(i.3-'>'± v^j- >f ju^t-^i^^^ 

2-i?x^ Ji/T % J J - Ji'470mg(4ininol)*^'flS;'' ^ 

f I) i;y 633iDg(8niniol)%2ra^/::^. 7X?fenF. 7*-Ji'^'aa* 
JU^ - b 690iDg(4. 4inniol)*Jn;lT. ^filCT 2^MSlSLyro SJS 
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)iS*-d-:*- H*705mg(745{)^^i^= d CDS* - - 

f.J 5;^lC^)»t. 2-T W-1.3- yn.N-:^i.';J--JH34rag(1.47 

j-ju) {C^^U. ;ggB*^BJ^li^'t«!l250niB(225{)^1i^o 

•H-NMR(200MHz. CDCl,) 8 :0.87{6H.t, J=6Hz) . 1.04(6H,t. 

BHz). 1. 28 (40H. brs). 1. 50-1. 70 (4H. m) . 1. 90-2. 10 (8H. m) . 

2.30(4H.t.J=8Hz). 2. 50-2. 70 (6H. tn) . 4. 00-4. 30 (7H. m) . 5.05- 

5.20(lH.m). 5. 25-5. 45 (4H.in) 
MS (FAB) : 763 (M+H)* 

mmmu 2-0-0- ^.-x^ ji.t w :/p -1.3-0- 

1. 3--i^:i- )^ir U -fen -;H72mg{0. 277ininol)^N. N-->'> 

-t^ju- /3- T7^> (iSMm) 101mE{0. 556aiinol)<hN.N-i^':^^' o 

K114n.g(0.553moiol)i4-i''^ ^Jl'T ^ J f >J 
7mB(0. 057mn,ol) ^IW^. C T*I^M3$ L SlB«IT^. 

;&linx.7kr"&i^L^o 
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HJ -fb ^ 129mg (6 2X) * # o 

'H-NMR {200MHz. CDCU) d :0.88(6H.t. J=6Hz) . 1.20-1.40( 
46H. rn). 1. 50-1. 70 (4H. ») . 1. 90-2. 10 (8H. m) . 2. 32 (4H. t. J=8Hz) . 
Z.76-2.84(6H.m). 3. 04-3. 14 (2H. m) . 4. 08-4. 42 (4H. m) . 5.18-5.30 
(IH.m). 5. 30-5. 44(4H.di) 

MS(PAB) : 748 (M+H)* 
^56^37 0-(2- ^Ji/T W X? JU).0--(1.3-i^;r^*>f ^i':*- 

4^ i/ p t° ji/ ) ;^ -5^ ji/ X ^ — 1* ® bS; 

hZ-i^tl^t^ JU^i) -tn - JU310mg{0. 50tninol) * t° I) 

O.llM y^^i-- t'X-0.0-(l— '^•/^ UT^/MW) ^^^^i-^ 

L/^o SSSIT^. si5:^SiC2-i^^^i>'T5yx^y-JM46n.B(5m 
moDRC^l-^ ^ -»"f :jr V- ju411n)g(5raniol)^in^x MJ-^STT 

Ly:^o iSiS^A^A^^u-^ (i. .J ^^' 

>,_y >jr y -ji/) {C-f^L. iglE*^BJ^b^^272mg(595«)*f#/::o 

>H-NMR(200MHz. CDCU) 5 :0.86(6H.t. J=6Hz) . 1.25(40H. 
brs). 1.54(3H.d. J=20Hz). 1. 50-1. 70 (4H. p) . 2. 32 (4H. t, J=8Hz) . 
2.35(6H.s). 2.68(2H.t. J=6Hz). 4. 05-4. 25 (4H. m) . 4. 25-4. 35 (2H. 
m). 4. 70-4. 90 (IH.m). 5. 25-5. 40 (4H. tn) 

MS(PAB) : 770 {M+ H) * 

mmmzi o- (2- r w x ^ ju) -o- - (i. 3-i; ^ w ^ >f j^-^ + ° 

e )U) ^ ;b ;^ X * :^ - V 
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2-5;y ^JbT %J:^9J -JWCDft^DOtCt-y^Jl' N-(2-t K + 

'H-NMR(200MHz. CDCU) * 5 :0.88(6H.t. J=BHz) . 2.25(40H. 
brs). 1. 50-1. 90 (7H.m) . 1. 90-2. 10 (8H. «>) . 2. 34 (4H. t. J=8Hz) . 
3.30-3. 40 (2H.s). 4. 10-4. 50 (6H. m) . 4. 75-4. 90 (IH. m) . 5.30-5.40 
(4H.m) MS (FAB) : 742 (M+H)* 

^56^39 0-(2- .>'x^.uTWx^.u)-0--(1.3-i^^i^:*-^^^* 
4^ n t° JU) > ^ Ji/ * X ;h - h ©-^fiSi 

^ HJ -fb ^ 16 Bmg (7 0. 7X) * # ^ o 

•H-NMR(200MHz. CDCla) 5 :0.87(6H.t. J=6Hz) . l.OKBH.t. 
J=6Hz). 1.26(40H. brs). 1. 48-1. 70 (7H. ») . 1. 90-2. 10 (8H, a>) . 
2.32(4H.t.J=8Hz). 2. 57 (4H. q. J=6Hz) . 2. 80 (2H. t. J=6Hz) , 3.90- 
4.40(6H.in). 4. 70-4. 90 (IH. m) . 5. 30-5. 42 (4H. m) 

MS (FAB) : 798 (M+H)* 



-JUT 5 y 5ing^^^^ TJUtf-^ 200/1 1 © o n A JC ^ft? L . 
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7 |C<j^S^:^BJ^b^!gUCO|,^T. ^ilifij43<!:P^l- tr* 
IIJS0IJ45 

w^m^f^^^ X ^Sr^si b:to 

^t$:®3^^U-'f X^**^^^^'-'- "^50-10, OOOmSIC 
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^s^m7k©«i*3t) nomMy ym^-<yy r-=^mh^. nmmi^t 

L^o :in^3000rpn, T' 2 :aK^'C^ U^^^ ±?t*540nm (Dm&-^ 

gifii^j: L) <h L. 0. IX b 'J h ^ x-100* 0. um^fcm^com.iitm 
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m 1 



DOTMA mmmi mmmnnmmu 



{fJL g/ml) 
0 3 


4.9 


4. 7 


4. 4 


4. 4 




1 
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8. 4 
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28. 3 
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58. 8 


13. 7 
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30 
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89. 5 


35 


31.6 
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«H(30%) 
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25 


30 


30 












{u g/ml) 
0. 3 
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5. 1 
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16. 6 


10. 4 






10 


21. 6 


16. 8 






30 


87.2 


32. 8 






»H(30X) 


13 


30 







*H(30?S) li. 30%£D^Jltt^*^Jfii^-»^SBgK^S-^*5o 



X{Cj±-J#Jfl^*30%^Jfa^-li-Si'Pffl*<:fc«fc^l/10-C'S.So «I-^T. 

^gt^j2 ui^^mm-c^-r^mm^m^m (in vitro) 

HBLaS3ifflBS'&10« SBia/t^xJU (965^yv-V) ©^S-^^^ ( 

30/xg/iDl® 'J'f-^x^'^^ (g^^^) X{iBgM-ai£30;ig/inl®* 
^BJt'M x;&10/il ^iroLy::o ^Jn^72^K^^ LSSIt^y::^. 5 
tDg/ml®MTT(3-(4. 5-DitDethylthiazol-2-y D -2. 5-Diphenyl 
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Tetrazolium Broa> ide) 1^ 1° ^ Ml:: 2-4^ 



) 



100 









mmm i 

+ BPB 


mmm 2 

+ BPB 


( ju g/ml) 

0.001 
0.01 
0. 1 
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76 
100 
100 


8 

59 
85 
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92 
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ICso 




0. 03 

1 


0.01 





mm^ 

+ BPB 


iij 4 
+ BLC 


+ BPB 


^ 7 
+ BLC 


mmm 9 

+ BPB 


3 

22 
85 
100 
93 


0 
0 
63 
92 
96 


1 
28 
85 
100 
69 


6 
8 

50 
91 
99 


7 
58 
93 
100 
95 


0. 003 


0. 006 


0.002 
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mmm 9 

+ BLC 


nrnmn 

+ EPB 


mfeM13 
+ BPE 


H !S 1 5 
+ BPB 


^ tfi: fflt 1 

^ US Wl i 0 
+ BPB 




0 
44 
44 
74 
77 


0 

64 
94 
95 
98 


0 

51 
88 
98 
100 


0 

75 
86 
83 
80 


0 

80 
93 
100 
100 


0.03 


0. 006 


0. 01 


0. 005 


0. 004 










nmmn „. ^ 

+ BPB 1 + BLC 


+ EPB 


+ BPB 


yi n n 

'020 
+ BLC 




6 

34 
97 
100 
100 


3 
14 
39 
59 
59 


0 
68 
100 
100 
100 


0 

50 
95 
100 
100 


0 
2 
81 
100 
97 


0. 04 


0.08 


0. 0006 


0. 001 


0. 004 








+ BPB 


MM 
+ BPB 


+ BLC 


+ BPB 


+ BPB 


0 
6 

70 
100 
77 


0 

59 
94 
100 
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3 
28 
66 
76 
85 


0 
0 
23 
80 
80 


1 

49 
95 
100 
89 


0. 005 


0.001 


0. 004 


1 0.03 


0.001 



wo 94/19314 



82 



PCT/JP94/00237 



+ BLC 


ct7 4;^: /AT 0 A 

+ BPE 


0 


0 


20 


25 


92 


95 


100 


100 


100 


100 


0. 004 


0. 003 



BLC; IP St * ^ ^ r ^ Ji' =3 'J 

t-t:.^ 3 j9 [N-(N' . N' -ditnethylaiiiinoethane)-carbainoyl]- 
cholesteroKDC-chol ) i gp SI X 7 t ^ ^ ^ ^ - ;u T 5 ^ (1 
:1) *Ne,iBlE£$nSBg^7''"^'f ^'S-S^SR [Biochemical and Biophy 
sical Research Communication. 280-285. Vol.179. No.l(1991)D 
ICiPUiiML. Z.tlti^mmr--<^ ^ (^SS^J40.43)i£D±iEHeLa 

m^mmioug/f^i^mmvt^m^. ;$:^bj7^.m itoc-choi ©ig 
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-R ^ c n 
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2. ^(D-m^ CI'] -e^^ns-fb^i^o 



3 0 L< \t 

3 0 CDfi&ft^ L < « 



OR " 
■OR*» 

■0 - ^ - D-(CH»)2-N <|4o 
O 



3 3-o-(4- s;^ ^ jbT 5 y y ^ J^) -1. 2-0- i^*u>( ju^r 
U-feo-ju^ 3-D-(2- ^ JUT % J )U) * 'f Jiz-l. 2-0 

- ^>f JOiT »J -fe n -JU, 3-0-(2- i^x^ Jl/T i. J :l ^ iU) * ju 
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JI/-1.2-0- JV^^)^^-J^^ RCf2-0-(2- x ^ JU 

6. 3-0-(4- ^ ^ J\^T i J zr^f J ^ Ji') -1.2-0- ^>fJU^^ 
ij-feo-jw, 3-0-(2- 5^ JWT ? y JU) * -1.2-0 
- u-W Ji'^ U -to -Jb. 3-0-(2- '>'x^JUT 5 J x^JU) * 
y^*>f Jt.-l.2-0- v>f JU^^ 'J ^r ° -Ji'. RC^2-0-(2- »>' x ^ JU 

;i t^t^WLt-r ^ D D S «T ^^'f 

10. 4 :ibS 9 12^© D D S fflx :^ <i:^S^ft*=i-r S 

11. Ai?*sit*^ioia«® 
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